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AppHcanl's or aL^eni's file reference 

FP04-01 30-00 


IMPORTANT NOTIFICATION 


Imemaiional applicaiion No. 
PCT/JP2004/007403 


Inlcrnaiional filini: dale {tiuvAmmth/xcar) 

24 May 2004 (24.05.2004) 


Applicani 

HISAMITSU PHARMACEUTICAL CO., INC. et al 



1. Tran.siniflnl ot'fhe f ranslaliun lo fhc :ipplic:int. 

The Iniemationj] Bureau iransmils hcrewiih a copy of ihe lEniiH.sh iranslaiion of ihe inlcniaiional preliniin:jr>' repon on 
— ' paieniabilily (Chnptcr I). 

'ITie Iniernalional Bureau Iransmils herewith a copy of ihe linglish iranslaiiiMi of ihe iniernaiii>nal preljniinar>' rcporl on 
paieniabilily (Chnpier II). 

2. Transmillal of Ihc copy of the lnin.«vlafif)n lo ihv designated or elected OlTiees. 

The Iniernalional Bureau noiifies the applicani lhal copies of lhai Iranslaiion have been iransmillcd lo ihe following desijinaied or elccied 
Offices requiring such translation: 

None 

ITie following dcsignaied or clecied OITiccs. having waived ihe rcquirenieni for such a (rji7sntiual al this lime, will receive copies of lhal 
lranslaii(in from ihc International Bureau only upon ihcir request: 

AE. AG, AL, AM. AP, AT, AU, AZ, BA, BB, BG, BR. BW, BY, BZ, CA. CH, CN. CO, CR, CU. CZ, DE, OK. DM, DZ, EA, 
EC, EE. EG. EP, ES, Fl. GB, GD. GE. GH. GM, HR. HU, ID, IL. IN, IS. JP. KE. KG. KP. KR, KZ, LC, LK, LR, LS, LT, LU. 
LV. MA, MD, MG, MK, MN. MW, MX, MZ, NA, Nl, NO, NZ, OA, OM, PG. PH, PL, PT, RO, RU, SC, SD, SE. SG, SK, SL. 
SY. TJ. TM, TN, TR, TT, TZ, UA, UG, US. UZ, VC, VN, YU, ZA, ZM, ZW 

3. Reminder regarding Iranslaiion into (one of) the oflieial language(s) of Ihe elecled Oriicef.s). 

ITie applicant is reminded ihat. wl^re a iranslaitoiv of ihe international applicaiion must be furnished lo an elected Office, lhal translation 
must contain □ translation of any annexes in the international preliminar>' report on patentability (Chapter 11). 

It is the applieanl'.s respon.sibiiily to prepare and i'urni.sh such translation directly It> each elecled OlTiee ci»ncerned wilhhi Ihe 
applicable lime limit (Rule 74.1 ). S4*e Volume II of the PCT Applicant's (iuide For lurlher details. 
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Sec item 4 below 


International application No. 
PCT/JP2004/007403 


International filing date {dayAmmtlt/vcar) 
24 May 2004 (24.05.2004) 


Priority date {dav/tnowit/vciir) 
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Iniemaiional Patent ClassiJlcaiion (Slh edition unless older edition indicated) 
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This inlcmational preliminary report on patentability (Chapter]) is issued by the International Bureau on behalf of the 
Inlemalionat Searching Authority under Rule 44 i?/^. 1(a). 

This RiiPORT consists of u loi:)l of (\ sheets, including this cover sheet. 

In the attached sheets, any reference to the written opinion of the International Searching Authority should be read as a reference 
to the international preliminary report on patentability (Chapter 1) instead. 



3. This report contains indications relating to the following items: 





Box No. 




Basis of the report 


□ 


Box No. 


n 


Prioriiy 




Box No. 


ni 


Non-establishment of opinion with regard to novelty, inventive step and industrial 
applicabilily 


□ 


Box No. 


IV 


f^ck of unity of invention 




Box No. 


V 


Reiisoned statement under Article 35(2) with regard lo novelty, inventive step or industrial 
applicability; citations and explanations supporting such statement 


□ 


Box No. 


VI 


Certain documents cited 


□ 


Box No. 


VII 


Certain defects in the international application 


□ 


Box No. 


VIII 


Certain obser\'ations on the inlcmational application 



4. The International Bureau will communicate Ihis report lo designated Offices in accordance wilh Rules AAbisMc) and 93bis.\ but 
not, except where the applicant makes an express request under Article 23(2), before the expiration of 30 months from the prioriiy 
daie(Rule446i.r.2). 
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WRITTf£N OPINION OF 71113 
INTHRNATKJNAL SEARCHING AUTHORITY* 

iKT Rule 4:>bis.\\ 



Utuy/numih/yt'ttr) 



A|>i>licaitl's or agent's file reference 

FP04--0130-00 



FOR FURTIIKR ACTION 

See j^urasrciph 2 beli>v\' 



Iniernalional a|>[>licalion No. 

PCT/JP2004/007403 



IraerniitionaJ liling dale (chty/tnnttth/yrar) 

24.05.2004 



Priorily Hale (thty/numitt/ytur) 

23.05.2003 



InlernalionaJ Palcnl ClassiUcalion (11^.') or bolh national elassifiealion and IK' 



A|>plie;Hi( 

HISAMITSU PHARMACEUTICAL CO. 



INC, 



I . This opinion eonlains indications relating to the following ilcins: 
Basis of the opinion 
Priorily 

Non-eslahlishmenl of opinion wilh regard lo novelty, inventive siq) and industrial applicahilit y 
Lack of unity of invention 

Rea5oned statement under Rule 43/w.v.ltnHi) with regard to novelty, inventive step or industrial 
applicability: citalton.<: an<l explanations .sti|>| Killing such iilatenienl 

Certain dwunienis cited 

Ceilain defects in the internal ion:d ap|>lt cation 
C*erlain observations on the international application 

FliR TJIKR ACriON 

If a demand for international |>reliminary e\amin;ttion i:; made, this o|)inion will be con.sif1ered lo be a written opinion of the 
International Preliminary Examining Authority ("IPIiA") except tkit this does not apply where the applicant choose.<: an Authority other 
than this one to be the IPEA and the chosen IWEA has notified the International Bureau under Rule (ibAhis^h) th:rt written opinions of 
this International Searching Authority will not be so considered. 

If this opinion is. as |jrovided above. iX>nsidered lo be a written opinion of the IPEA. the applicant is invited lo submit to the IPEA a 
written reply logclher. where a|i|>ropriate. with amendments, before the expiration of nwnths from the dale of mailing of Form 
PCT/ISA/220 or before the expiration of 22 months from the priorily date, whichever expires later. 
For fiu ther options, see Form IKT/lS,A/220. 

For further details, scrc notes lo Form K'T/I.SA/22n. 





Box No. 1 


□ 


Box No- ]] 




Box No. Ill 


□ 


Box No. IV 




Box No. V 


□ 


Box No. VI 


□ 


Box No. VII 


□ 


Box No. VIII 



NanK* and m:iilins address of the IS.VJP 



Fac.Mmilc No, 



Authorized officer 



Tele|>hone No. 



Foi m KT/I.SA/2.^7 (cover sheet! iJanuary 2niU) 



WKFITEN OPINION OF TIIK 
INTERNATIONAL SEAKCIIINC AITIIORITV 



IruemalioruiJ applicauon No- 

PCT/JP2004/007403 



Box No. 1 



B:isis <»r Ihts opinion 



W iih regard lo ihc* lunuuuuc Ihis opinion has been established t>n the basis of the iiilcmaiional a|>|>Iit-alion in ihc lansiiacc in whii h it was 
nicd, unless olherw i^» indicated untie r this item. 

Tliis opinion has been eslabli.<shcd on the h:isis of a translation from the original lancuace into follow ins lancuaae 

* which is Ihe lansiiacc of a translation furnished for the pur|x>ses of international search < under 

Rule 12.3 and 23. 1 lb) I. 

W ith regard to any nuelcolide and/or amino acid sctpicnci' disclosed in ihc inlcmational application and necessary lo ihc claimed 
invention, this opinit>n has lx*en esiablishetl on the basis of: 

a. tyi»e of nvilcrial 

I I a sequence listing 

I I table* s) related to Ihe sequence lisiins 

b. format of niatcTial 

I I in written formal 

I I in compulei* readable form 

c. lime of niing/furnishins 

I I contained in the inlenuilional application as Tiled. 

I I filed loselher with ihe international applicalion in compiitir rencbble form. 
I I furnished sub.sequenlly lo Ihis Authority for the |>iirposes of search. 

I I iidtliiion. in the case that more than one version or copy of a scqueme listing and/or tahlo<s) relating Iherelo has hecn filed or 
furnislied. ihe rei|uired slatemcnls lliat ihe information in the subsequent or additional copies is identical lo that in the appiic:ilion as 
filed or does nol go beyond the application as filed, as appropriate, were furnished. 

Additional comments: 
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WRITTEN OPINION OF THE 
INTERNATIONAL SEARCH INC AITIlORri Y 



InicmalionnI applk-niion No. 

PCT/JP2004/007403 



Box Nil. Ill Nc>n-cslulilisiinient of iipinion wilh n-^urd lo iiovcliy. invenlivc Mcp and indiislriul applicuiMlily 

Thf i}iif.<nifms whirthcr Ihi- clninwd invention ap|K-ar!i to he novel, lo inx'olvc an inventive siq> do be non ohviousi. or lo he imiuslriallv 
applicable h:ive m>l been examined in res|»ert <»f: 

the entire tnicmational a|^)lieaiion 

[3 claims Nos. 12 

becaitj:e: 



the said tnlcrmilional a|>plic:aion. or the saitl claims Nos. 12 



relate to the lollowinc sithject matter which <iocs not reijuire an internal itrnxil iHeliminary examination t5/>n7/yi: 

Claim 12 pertains lo meihods of Lrcalmeni of the human bcxly by therapy. 



□ 



ihc description, chiims or drawings iitHliraU'pintintiurcirmvnisbi-low') w s:iid claims Nos. 
are so uix lear that no meaningriil opinion could be lormed tsprdj'y): 



LH the claims, or said claims Nos. -^i*^' inadcijuatcly supported 

by the descri|>tion th:it no meaningful opinion could be TornK-d. 

^3 no i nlernation:d search rq>ori has been established for said claims Nos. 1 2 



I ] the nucleotide and/or amino acid sequence listing does not comply with the standard |)rovidcd for in Annex C of the Administrative 
' • Instructions in tlvil: 

the written form I I has not been furnished 

□ docs not comply with the standard 
the computer readable form has not been furnished 

□ d(xrs not comply with the s(an<lard 

I I tables related to the nucleotide and/or amino acid sequence listing, if in a>minitcr readable form only, do not com|)ly with the 
technical mpiirements provided for in Annex C-6i.« of the Administrative Instructions. 

□ 

See Supplemental Box for further details. 
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WRITTEN OPINION OF THE 
INTKRNATIONAL SEARCH INC AirmORITV 


Inlcmnlional application No. 

PCT/JP2004/007403 


Biix Nei. \' Kcu};<>nL-d siulcinenl uiidt-r Rule 431ms. Hi) wiih n-^ard lo novclly. 
citulionsund cxpianalions supp(»rlin<> such Ktutcnirnl 


invunllve step or induslriul upplicubility: 


I. Stmcnvni 








'■^"'■'i^y^^ Claims 


1-11, 13 






Claims 






NO 


Invenliw slepdS) . 

' ( laims 






WIS 


Clai ms 


1-11, 13 




NO 


IrKiujarial applicability UA) C laim'; 


1-11, 13 




YES 


Ciai ma 






NO 



epilations ami explanations: 

The following documents arc lislcd in the ISR, 

Document 1/JP 9-169638 A 
Document 2/.IP 2002-104922 A 

Document 3/1 1 1461 1 I A I 
Document 4/WO 2002/102376 A! 

Document 5/FLAVOL)R AND FRAGRANCE JOURNAL, 2002, Vol. 1 7, Number S paoe 
380-384, ' ^ 

Document 6/.louiTial ofnssential Oil Research, 1993, Vol. 5, Number 2, pasic 153-158. 
Document 7/JP 8-283 1 50 A 

Document 8/Bioorganic & Medicinal Chemisirj', September 2003, Vol. 1 1 , Number 19 

page 4207-421 6. 

Document 9/Joumal of Dental Research, 1986, Vol. 65, Number 1 , page 53-56. 
Document lO/Seikagalcu .liten, Dai 3 ban, Tokyo Kagaku Dozin, 1998, p. 233 

(1) Inventive Step of Claims 1-4,10, 11, and 13/Documents 1-6 

Document 1 describes that ke top ro fen and other nonsteroidal anti-inllammalory dixigs 
cause photosensitivity. (See paragraphs 0002-0003 and 0009, etc., in particular.) 

Document 3 describes that free radical scavengers can be added to dermatologic agents 
in order to prevent photosensitivity. (See paragraphs 001 0-0028, etc., in particular.) 

In addition, relating to free radical scavengers, documents 3 and 4 describe gallic acid 
propyl ester and other gallic acid alkyl estei-s, di-teil-butyl-hydroxy toluene, and di-tert- 
butyl-hydroxy anisole, as free radical agents, and documents 5 and 6 describe thymol as a 
free radical scavenger. (See paragraph 0108 in document 3; page 18, line 8-page 1 8, line 20 
in document 4; page 384, uble 2 in document 5; page 157, table 3 in document 6, etc., in 
particular.) 

Consequently, the addition and Joint use of tree radical scavengers described in 
documents 3-6 in pnxluciion of dermatologic agents containing a nonsteroidal anti- 
inllammatory drug are obvious to a person skilled in the art, keeping in mind the 
descriptions in documents 1 and 2. 



(Continued) 
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WRrrTEN OPINION OF THE 
INTERNATIONAL SEARCIIINC AITIIORITV 



Internaiional applicniion No. 

PCT/JP2004/007 4 03 



SupplcnicMilul HoK 

In case Ihc .(cpucc in any uT Ihc preccidin** boxes is nol snITicicnl. 
C ominuaticm of Box V: 

Also, in terms ofphoiosensiliviiy suppressive elTect described in ihe specificalibn. 
keeping in niind embodimenLs und comparaiive examples, increasing the distributed amount 
of material possessing free radical scavenging activity does nol exceed the expected range of 
a person skilled in the art. 



(2) Inventive Step of Claims 5-9/DocumenLs 7-1 0 

Document 7 describes the anii-inllammator)' action of gallic acid alkyl esters such as 
gallic acid propyl. 

Dixument 8 describes the lipoxygenase inhibitory activity relating to anti-inllammaiory 
action of di-terl-butyl-hydroxy toluene and di-tert-butyl-hydroxy anisole. (See page table 1 
on 4209 and table 2 on page 421 0, etc., in particulai*. ) 

Document 9 describes the anti-inllammatorj' action of thymol. (See Fig. 1 , table 1 on 
page 54, etc., in particular.) 

As described in document 1 0, in terms of participation of interleukin 1 in the occuiTcnce 
of inllammatiiMi, in order to elucidate the mechanism anti-inlhimmalion action of gallic acid 
alkyl ester, di-tert-butyl-hydroxy toluene, di-lert-butyl-hydroxy anisole, thymol, and the like, 
measuring the interlcukin-1 a production suppressive action of these compounds is merely an 
obvious matter for a person skilled in the ait. 
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